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Figure 1 



Sequence alignment of mouse Serca 1, 2 and 3 protein. 
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Figure 2 



Sequence similarity of Serca2 proteins in mammalian species 
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Fig. 3 Targeting construct for Serca2 flox gene modification. Sequence mfoimation. 

Serca2 gene — 

LoxP site 1: Intron 1 

underlined sequence ^ loxP site and cloning sequence 
Exon I (partial) 

OVCGGGGCTGAGCTTGGAGCAGGTO^GAAGCTCTVAGGJ^AGATGGGGCTCCAACG 
cc9^9H9^C'tg'cag'cggrcg'Csrgrc9'C^Srgrcccgragcg^ccaa9^gaasratgrgrct 

accttag^ggg rtcbccraatcaagcttatcgataccgrtcqatcggacctcgagggggqcTcccggtacecq 

gatcaattcgagctcqcccqgggatcqatccggaacccttaatATAACTTCGTATAATGTATgCTATACG 

AASTrATtaggbccctcgacctgcagcccaagctccGGGGA tctcgagccqqtqaccttcccaacGaaGg 

ctcagcgagtcggattgggggggggggagagggagtgggaaggagggaggaggttcctgcggctgggctg 

agtcccccgcggatttatgaggcgtcgatgttgttgagaaaccct:cggaccgtttcttgtgctccccaaa 

gttgcacatctggcagaagtgatgacccagctgaaatgactgcatggtcctggaggccggagagggctta 

cgggcagttccgaggccactgattaccagggctgaataattttctcggggtatcaaagtggagacagatt 

gttgtacgttcatacacctatatccgccattcagacaacgatggtggtgaatttagcagtttttaataaa 

agcgctaatacaatatcttcatttttctttc 

Seica2 gene — 

LoxP site 2: Intron 3 5 'of genomic Xcml site 

underlined sequence = loxPsite, cloning sites and partial HSV-TK 

ccaattttt:att:ctt:agaacat:l:gt:at:tct:tatact:g'tgrat:agsraagrtgaaaaatcat:acagtactt9^tc 
t tafffft ttc&caaaactzga. taac tg-ta tg-g-t t tcaa t ta tgta t tcacacgt t taagtc tga ccca^ggG 
GATCCggaacccttaatATAACTTCGTATAATGTATGCTATACGAAGTTATtaqqtccctcgacctqcaq 
cccaagctgatcctctaqticqagccccaqctqqttctttccgccticagaagccatagagcccaccqcatc 
cccagcatgcctgctattqtcttcccaatcctcccccttgctgtcctgccccaccccacccccc'aqaata 
gaatqacacctactcagacaatgcqatgcaatttcctcattttattaqqaaaqc^acagtggqagtqqcac 
cttccaqqqtcaaqqaaqqcac gqqqqaqqggcaaacaacagatqgctggcaactagaaqgcacaqtcqa 
ggctqatcaqcqaqctctaqctagagaattzqabcccctcaqaaqaactcgtcaaqaaggcqataqaaqqc 
gatgcqctgcqaat cgqgaqcqgcqat*ccqtaaaqcacqaqqaaqcgq*cagcccattcqccgccaaqc 
tcttt:cagGaatatcacgqqt:agccaaegctatgt*.ct:qataagcggtccqcccacacccaa*ccggcca 
caaqtc *atqaaatcca*aaaaagcqqqccatttttccacc*at:qatt:tt*cgqcaaqcaaggccttt*c 
cattgggtcaccgac*aga*cat:t*tccgt*c*ggcattgcgc*ccct 

— HS V-TK. Neo antibiotics cassette ■ ■■ 

LoxP site 3: Intron 3 5 'of genomic Xcml site 

underlined sequence « loxP site, cloning sites and partial Neo gene 

gttttcat*accaccgcgqqt:cccq gqc*qatat*t:tcacct:tgtc*aq*cqgtgttgtqtqqtqtaaatq 
ttcgcgatbqtttcqaaaqcccc* agcacccqccagtaaqtcatcqqctcqqqtacqtaqacQat:atcqtc 
gcgcgaacccagggccaccaqcaaqtbqcqtqqbqqtqqbbttccccabcc»qbggggac*qt:ctatataa 
acc^gcagtaqcqtqqqcatttbcbqctccqqqcqqacttccgbqqcbbcttqcbqccqqcqaqcrqcqcaa 
cgccqbacgbcggbt gctatqqccqcqaqaacgcqcaqccbqqtcqaacqcaqacgcgbqtbgatqqccqq 
ggbacgaagccabacqcgcttct acaaqqcqcbggccgaagaqgtqcqqqaq.bbtcacgccaccaagabcb 
gcggcacgctgttgacgctqttia aqcqgcrtcgcbgcagqqtcgctcqgtqttcqaqgccacacqcqbcacc 
tbaatabqcqaagbq gacctcqgaccgcqccgccccqacbqcabctgcqbqbtcqaabbcqccaabqacaa 
gacgctqqgcqqggtbbqct cgacabbqgqbqqaaacabbccaqqccbqqqbqqaqagqcbbtbtqcbtcc 
tcbtgcaaaaccacactqct: cqacat:bqqcTbqqaaacabbccaqqcctc:fqqbggagaqqctttbt:qcttcc 
tcbtiqaaaaccacac tqcbcqabccqqaacccttaatATAACTTCGTATAATGTATGCTATACGAA 

GlTATtaqqbcccbcqaccbqc aqcccaaqcbgatcctcbaqaqbcqaccbcqa/ ctetegtcg/ggccte^ 
acatiagcttagagg 
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Fig. 4A Schematic representation of genetic manipulation. 
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Fig 4 B: Verification of Serca locus targeting events ofTspring from chimeric mice. 
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Fig. 6 Cardiac ANP mRNA expression. 
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Fig. 7 Serca2 proteio expression. 
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Fig. 8 Compensatory mechanisms in Serca^^'^ MLC-2i*-Cre mice. 
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Figure 9 Genotypes PCR 
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10 Generation of animals with Serca2^^ and MCM traosgene alleles. 



Genotypes FF. Serca2"'"^°*; KO, Serca2*^"' MCM 
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Figure 10 Heart morphology 
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Figure 11 Pilot series left atrial diastolic diameter. 
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Figure 12 Serca protein content in tamosdfen-induced FF and KO mice 
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